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All redactions on this page are pursuant to (b)(4). 


Attachment 1 

Summary of lACUC Approved Exceptions Permitted by the Standards and Regulations 
For the 2005-2006 Annual Report of Research Facility, #21-R-0088 
Pfizer Global Research and Development 
Ann Arbor, Ml; Groton, CT; Kalamazoo, Ml; La Jolla, CA; St. Louis, MO; 

Esperion Therapeutics, Ann Arbor, Ml; PGM Lincoln, NE; PGM Omaha, NE 

Pain/Distress Exceptions 

Each of the following Animal Care and Use Procedures (ACUP) involved studies in which animals could have 
experienced pain and/or distress. The test substances being evaluated are novel compounds; consequently data on 
how these compounds react in the animal model and with other chemical entities is very limited or non-existent 
Therefore, the use of analgesics or other pain-relieving agents could defeat the objectives of the research by directly 
interfering with the end point parameter being measured. This interference could give results that are not reliable which 
would lead to repeating the studies, thus requiring the need to use more animals. For this reason, the Institutional 
Anirnal Care and Use Committees (lACUC) granted an exception for each. Any incident of pain or distress was limited 
n duration to that scientifically necessary. In actual practice, many animals involved in such studies were not observed 
by the investigator to expenence pain and/or distress. 

Species: Dogs 

A. The study obj^tive was to assess safety/toxicity evaluations, the results of which will be used to support 

registration of Pfizer propnetary compounds. Studies to characterize the toxicity of new pharmaceuticals are 

required in non-rodent species by all regulatory agencies that review and approve new human medications, and 

alternative methodologies alone are not sufficient. In a safety evaluation, administration of analgesics is not 

possible as anal^gesics may alter the animals' response to the test compound or otherwise confuse interpretation of 

the study, which would result in a need to repeat studies, using additional animals. However, other nursing and 

hEc K® "7 staff, as indicated. Twenty-six (26) dogs showed signs of pain and/or 
distress based on investigator observations. ^ 

B. The study objective was to assess the potential toxicity of test compounds after administration to a surgical dog 
model by continuous intravenous infusion for durations between 1 day and 4 weeks at toxicologically relevant 
doses. Nine (9) dogs showed signs of pain and/or distress based on investigator observations 

C. The study objective was to 


in short-term 

une hundred and fifty-nine (159) dogs experienced varying degrees of 
pain/lameness dunng the conduct of these studies. In this model, administration of^^^^B'other than those 
being tested) is not possible during the testing regimen, as they may alter the animal’s response to the test 
compound. Analgesics are administered post-procedurally as indicated. 

D. The study objective was to evaluate the efficacy of nove^^H:ompounds i n a canine model of 

Twenty-eight (28) dogs became febrile and developed cougning associated with ^ duration 

ranging from 1 to 6 days. This experimentally induced condition was necessary to provide an accurate model in 
which to test compounds designed to provide therapeutic benefit. Administration of analgesic drugs could alter the 
animals response to the test compounds or otherwise confuse interpretation of the study, which would result in a 
needtorepeat^s, using additional animals. The potential for confused interpretation is particularly a concern 

niasking of clinical signs with pain relievers or anti-inflammatory drugs may 
provide false information on test article efficacy. However, in these situations, other supportive and nursing care is 
provided as indicated. » 
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Attachment 1 

Summary of lACUC Approved Exceptions Permitted by the Standards and Regulations 
For the 2005-2006 Annual Report of Research Facility, #21-R-0088 Pfizer Global Research and Development 
Ann Arbor, Ml; Groton, CT; Kalamazoo, Ml; La Jolla, CA; SL Louis, MO; 

Esperion Therapeutics, Ann Arbor, Ml; PGM Lincoln, NE; PGM Omaha, NE 

Species: Guinea Pigs 


L. The study objective was todeterminethepo^^ pigs as outlined in Code of Federal 

The tests are required by regulation as 
of each serial of vaccine produced. Death in this test has been used for many 

years to indicate lack of protection from^^^^^^^^^l The rapid progression of the disease in the guinea pig 
makes intervention before death difficult. However, humane endpoint intervention is now allowed and one hundred 
and thirty-one (131) guinea pigs were removed from studies before they died. The guinea pigs were euthanized as 
soon as it was determined they could not survive. However, one hundred and forty-four (144) animals died during the 
study. Survival would likely be impacted by the use of analgesics or anti-inflammatory drugs, although the exact 
effects are not known. Use of drugs, therefore, is expected to invalidate the scientific value of the protection 
endpoint. For this reason drugs are not administered to reduce pain or distress. 


Species: Hamsters 

M. Tli^tudi^bjedv^ra^^etem^ of||^^^H| in hamsters as outlined in including 

The tests are required by regulation as proof vaccine 

potency in each serial of vaccine produced. Because the vaccine is given at a fractional dose, the test amounts to a 
protective endpoint determinatioi^onh^^ccine being tested. Death in this test has been used for many years to 
indicate lack of protection from^^^^^f. The rapid progression of the disease in the hamster makes intervention 
before death difficult. However, humane endpoint intervention is now allowed with six hundred and thirty-three (633) 
hamsters were removed from the studies before they died. The hamsters were euthanized as soon as it was 
determined they could not survive. However, seven thousand eight hundred and eight-nine (7889) animals died 
before euthanasia. Survival would likely be impacted by the use of analgesics or anti-inflammatory drugs, although 
the exact effects are not known. Use of drugs, therefore, is expected to invalidate the scientific value of the 
protection endpoint. 


N. The study objective was to evaluate the 



disease. Fourteen (14) animals developed signs 
of pain or distress as a consequence of the study and were either treated or euthanized. 


Species: Rabbits 


0. The study objective was to assess the 
pain/distress and were humanely euthanized. 



of a variety of test 
Two (2) rabbits showed variable signs of 



The study objective was to evaluate the 

in a rabbit model of ^^^^^^^^^^^^^^^^^^^^^^^Analgesics cannot be used throughout the test 
peno^ecause they may oirectiy attect important to the study 

which would complicate evaluation. Thirty-eight (38) animals showed signs of pain and/or distress based on 
investigator observations. 


Q. The study objective was to evaluate 
distress based on investigator observations. 



for the treatmen^nd/o^jrevento 
with 

Thirty-four (34) animals showed signs of pain and/or 
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and is also an 

The procedure involves the use 

as part of ar^^ ^^K" a s required in the outline of manufacture. Fifty-five (55) horses 
experienced a superficial reaction to the administered. Appropriate nursing and supportive care was 

provided as indicated, but the product license does not permit any deviation from the outline of manufacture during 
the course of the protocol, including the administration of analgesics. 


Other Animals 
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Attachment 1 

Summary of lACUC Approved Exceptions Permitted by the Standards and Regulations 
For the 2005-2006 Annual Report of Research Facility, #21-R-0088 Pfizer Global Research and Development 
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Esperion Therapeutics, Ann Arbor, Ml; PGM Lincoln, NE; PGM Omaha, NE 

lACUC EXEMPTIONS TO STANDARDS AND REGULATIONS UNDER THE ANIMAL WELFARE ACT 


1. Following a 5-week observation by lACUC members and the Attending Veterinarian, the lACUC approved a request 
to house hamsters (singly) in ventilated cages that were % inch in height less than required by Animal Welfare 
Regulations (AWA)[§3.28]. During the observation period members noted that all animals were able to make normal 
postural adjustments and had adequate floor space (19 in^) to move about freely. One thousand and seven hundred 
and sixty-nine (1769) animals were housed in these cages. 

2. The lACUC has approved an exemption such that cat enclosures are not cleaned and sanitized every two weeks. 
This involve^hre^Tundre^an^hirt)^i)^336^at^urin^hi^|eDorting period. These cats were on studies 

involvingjjlllllllllimi^^llimimilllllllimi^^milimm Because other 

rooms if the cats were moved during sanitization, the rooms were only sanitized between studies (every 6-12 weeks). 
Granting an exception from the two-week sanitization schedule had little effect on the living conditions of the animals. 
The rooms and runs were washed down each day. 


DOG EXEMPTIONS FROM EXERCISE BY PROTOCOL 

1. During studies^nimal^er^^sed in^^^^^^^Hnecessitating limited exemptions from the 

exercise plans when were used or when^^^^^^^^^were to be collected. These 

exemptions were generally short term (72 hours or less), but in a few c ases involved longer periods (7-10 days). 
Forty-Seven (47) animals were exempted from the exercise program during 

2. The study objective was to evaluate in dogs. A 


Because of this instrumentation, ninety (90) dogs were exempted from the 

lACUC approved dog exercise plan. 


DOG EXEMPTIONS FROM EXERCISE BY VETERINARIAN 

1. Six (6) dogs were exempted from exercise during the post-operative healing period 

These were from^^^ffor a 

recovery period, after which time they were able to resume normal activity. 
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NONHUMAN PRIMATE EXEMPTIONS FROM PAIR HOUSING/ENVIRONMENTAL ENRICHMENT 

1. Two (2) squirrel monkeys were exempted from pair housing due to aggressive behavior towards cage mate. The 
animals did have visual and auditory contact with other monkeys and was provided ail other enrichment opportunities. 

2. Forty-five (4 5) macaques were housed individually dur ing studies. Single housing was necessary 

because the time. However, in non-study periods, the animals were pair 

housed. 


3. Fifty-nine (59) macaques were exempted from pair housing due to aggressive behavior towards cage mate. These 
monkeys did have visual and auditory contact with other monkeys. 


4. Durina 



[studies, animals wer e housed in 
for these species when 



cages, necessitating limited exemptions from the 
were used or when! 


These exemptions were generally short term (72 hours or less), but in a few cases involved longer periods 


(7-10 days). Eighteen (18) macaques did not receive 


throughout this study period. 


5. Ten (10) Cynomolgu s monkeys were exempted from pair housing due to 

Monkeys did have visual and auditory contact with other monkeys and was provided all other 
enrichment opportunities 
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Unexpected 
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RFS-Died 



Cats 
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K 

RFS- 
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1 



ROS -Treated 
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Guinea Pigs 

275 
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Guinea Pigs 

2 



RFS-Euthanized 
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Hamsters 

8109 

M 

RFS- 

Euthanized/Died 
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Hamsters 
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RFS - Euthanized 
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Hamsters 

7 
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Hamsters 
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Hamsters 

1 
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Total I 
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Rabbits 


2 

0 

RFS - Euthanized 
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Rabbits 

38 

P 

ROS - no treatment 
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Rabbits 

34 
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ROS - no treatment 
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Rabbits 

5 



RFS - Euthanized 
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Rabbits 

2 



RFS - Died 


Total 

81 










Nonhuman 

Primates 


15 

R 

ROS- Treated 

1 


Nonhuman 

Primates 


1 



ROS - no 
Treatment 


Total 

16 










Horses 


55 

S 

ROS 

1 



Total 

55 










Ferrets 


2 

T 

RFS - Euthanized 

1 



Total 

2 




Gerbils 


700 

U 

RFS - Euthanized 

1 


Gerbils 


16 
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ROS -Treated 

1 



Total 

716 
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